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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



I. Basis of the report 



International application No. 
PCT/US03/13492 



1. Wife regard to the elements of the international application:* 
the international application as originally filed, 
the description: 

Pages 142 as originally filed 

Pages NONE , filed with the demand 

Pages NONE , filed with the letter of 



the claims: 

Pages 33-35 l as originally filed 

pages NONE , as amended (together with any statement) under Article 19 

Pages NONE , filed with the demand 

Pages NONE , filed with the letter of 

die drawings: 

pages 14 L as originally filed 

Pages NONE filed with the demand 

Pages NONE , filed with the letter of 

die sequence listing part of the description: 

Pages 1-11 t as originally filed 

Pages NONE , filed with the demand 

Pages NONE filed with the letter of 

2. With regard to the language, all the elements marked above were available or furnished to this Authoritv in the 
SS? g f m "J"* ^ mational W>l™&on was filed, unless otherwise il^toto 
These elements were available or furnished to this Authority in the following language which is: 

LJ the language of a translation furnished for the purposes of international search (under Rule23.1(b)). 
LJ the language of publication of the international application (under Rule 48.3(b)). 

SElSESS 8 tramlati0n ***** ^ PUIP0SBS ° f intenKltional P^linunary examination(under Rules 

3 ' 2!Jri2 ™ ^ y . nUde0tideand/or **» sequence disclosed in the international application, the 

mternational prehmuiary examination was carried out on the basis of the sequence listing: 



contained in the international application in printed form, 
filed together with the international application in computer readable form. 
LJ furnished subsequently to this Authority in written form. 
LJ furnished subsequently to this Authority in computer readable form. 

U The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. yuna me aisciosure in tne 

^ "ZSSSS^ MOnnati ° n reCOrded * "n*™* readable form * *entical to the written sequence listing 
The amendments have resulted in the cancellation of: 
□ the description, pages NONE 

□ 

the claims, Nos. NONE 
the drawings, sheets/fig NONE 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c))** considered to go 

^^o^fiV^^Ze^^^ Mng ? T 8 10 « invUati ° n "** 14 "re referred to in 

F onn PCT/IPEA/409 (Box I) (July 1998) " — _ 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US03/13492 



HI. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



L The question whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), or 
to be industrially applicable have not been and will not be examined in respect of: 

I I the entire international application, 
claims Nos. 12-24 



because: 



I | the said international application, or the said claim Nos. relate to the following subject matter which does 

not require international preliminary examination (specify): 



the description, claims or drawings (indicate particular elements below) or said claims Nos. 20-22 and 24 are so 
unclear that no meaningful opinion could be formed (specify): 

Improper multiple dependent claims not searched in 210 



I I the claims, or said claims Nos. are so inadequately supported by the description that no meaningful 

opinion could be formed. 

no international search report has been established for said claims Nos. 12-24 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequ ence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

I 1 the written form has not been furnished or does not comply with the standard. 



□ 



the computer readable form has not been furnished or does not comply with the standard. 
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International application No. 
PCTAJS03/13492 


V. Reasoned statement under Rule 66.2(a) (ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1 STATFMP1SIT 






Novelty (N) 


Claims 3-5,10 and 11 


YES 




Claims 1,2 and 6-9 


NO 


Inventive Step (IS) 


Claims 3-5, 10, 11, 


YES 




Claims 1,2 and 6-9 


NO 


Industrial Applicability (IA) 


Claims 1-11 


YES 




Claims NONE 


NO 



2. CITATIONS AND EXPLANATIONS 

Claims 1 , 2 and 6-9 lack novelty under PCT Article 33(2) as being anticipated by Shen et al , (Proceedings of the National Academy 
of Sciences of the United States of America, 92(9):3987-3991 , 1995). 

Shen et al teach a plasmid integration vector capable of site specific Listeria genome integration (see page 3987, column 2, 
see plasmid construction, delivery to the Listeria monocytogenes genome) and how to make such using particular restriction 
endonucl eases. The vector comprises a site-specific plasmid with a heterologous coding sequence and multiple cloning sites (i.e. as a 
derivative of pBR322). The vector was prepared using pBR322 as a base and thus necessarily possesses multiple cloning sites 
because pBR322 has multiple cloning sites. The vector was used to transform Listeria monocytogenes by electroporation, provide for 
culturing of the transformants expressing a heterologous polypeptide and used as a vaccine for a particular virus. As such, Shen et al 
destroys the novelty of the claimed invention. 



Claims 3-5, 10 and 11 meet the criteria set out in PCT Article 33(2)-(3), because the prior art does not teach or fairly suggest 
Listeria integration vectors using a listeriophage integrase or the claimed integration sites. 

NEW CITATION(S) 

SHEN et al. Recombinant Listeria monocytogenes as a live vaccine vehicle for the induction of protective anti-viral cell-mediated 
immunity. Proc. Natl. Acad. Sci., USA. April 1995, Volumn 92, Number 9, pages 3987-3991. 
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Internationa] application No. 
PCT/US03/13492 



VID. Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the questions whether the claims 
are fully supported by the description, are made: 

Please See Continuation Sheet 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



International application No. 
PCT/US03/13492 



Vjn. s The following observations on the clarity of the claims, description, and drawings or on the qnestions are 

struct StSSS n ^ I Sa? v ^^ f ZTT plasmids ,r specmc nucleic acid -i— 

P PL2, with specific integration siKr^^^.S^eilr^SS * Tk 5 "** VeCt ° rs ' pPL1 and 

nor the fall length plasmids are specifically diSoTS to 22 JSE T SeqUeDCe ° f 1,1656 s5teS (comK or «NAu8) 
monocytogenes (see disclosure w«tel3^t»lJ integration vectors do not integrate with all strains of 

specific sequence integration sited for oto spec fcTof LtariT ^SS^^SST "f 0 '" ° f , nUC,eiC 3Cid sequence *«* for 
functional limitations on the claimed vector T^S«S3 disclosure does not place any structure, chemical or 
function. The scope of the claims incSnume^ n^lii ^ ?P ? Vf ena 8 enome do « not convey a common structure or 
of structural differences ^ZT^^^^^^S^LT^^ ^ Variant because a * BBta « numb * 
structure of the polypeptide and what S o? JS£ ^ ^ ^V* clauns do not Provide any guidance on the 
acids in the genus torn omenta ^S^c^^^t^S features ,^ at cou,d appropriate nucleic 

attributes identify the members of toe ™ m«^fiT^ ff dl f closure claims. No common structural 

description, because ^T^t^Za^^^^^Zf ° f S, f « d ° « ^ement the omitted 
structural characteristics that identifV m^r^l IT au ^sclosure feds to describe the common attributes or 
specific Listeria genom" Z^n^Z^^d^^l^ 8 ^ * te te *» of ^ ° f *- 

art would reasonable conclud! that the ££53 ££ro SSk^SZ^ Z"*™ 2 at . fiuiction eqinvatatfy. One of skfll in the 
monocytogenes, feUs to provide a «S^fS^ two specie integration sites limited to Lfcferfa 
alone and does not provide f^^^^^^lT^f^? Spe ^ ,fic ^rations sites in Listeria monocytogenes 
in possession of the'claimed g^^^ 

in structure and function of any such vectors that have the tSS/^S^ »nrf * ^ J£ C a re P resentative number of variants 
function is substantial and highly variant becauS TlS^TfjT ™* functlon - Tne genus of vectors with the claimed 
specific Listeria genome bSEKJ? u^TStSn^r^^TS f™?" ^ ? nCti0n - 7,16 recitation * "site 
nor a common function. Asfuch, generSly Zc ZSS^S^SSS^ ""JT* * 00111,11011 
-e nnvwrt hv wav of 3 written desajptiou hy th r disclosure <■* theA^S » ? ^ re . and - fanctlon 816 b « , * r var,ant ^ °« 
rrrrmn i r im, 3 mscMsnre at thr timr nf filing » h „ ,»,,.i„„ rrr ^ pcnrir ,^„ fr r thr 
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International application No. 
PCT/US03/13492 



Supplemental Box ' 

(To be used when the space in any of the preceding boxes is not sufficient) 



Se^bylf^ 5 ° f SiD8le fimCti ° n VCCtorS Wlth St ™ CtUr ? Uy Undefined attachraent sites ' i^ion sites, genes which are not 
descriotion^d^ to as lacking clarity under PCT Rule 66.2(a)(v) because of the claim not fully supported by the 

JSSSStfSS?*^ 10 VC ^ rS Ca f aWe of "ite-specific £«r e ri« genome integration, Unofc, transformed by the vectors, 

Z^S^TJn c^i l 0TS - ^ c,a ,T areMtemb,edforthefol,owm 8 reasons - In order to provide for site-speSfic 
fZZZS ^ one must have a prior knowledge of the sequence of the Listeria genome, sequence of the 

hfw^of^f 6 ^ Chment SUeS ° r * e diSC,OSUre must describe «"*• » * noted to aSSoSie does not describe 
tiiese sites by way of nucleotide sequence structure for either Listeria monocytogenes or any other Listeria snafu* The JSS™. 

skilled in the art would not know how to make site-specific Listeria genome integration vectors merelv based 
SSSSSf? baCtertopha * e attacbjnent sites » c °"* and tRNA 8 arg I^SSJt any 

cSS inSon 8 Polypeptides, suitable protection studies in any relevant animal modS Sg SSL 

™* y J The vaccu ? e i art 1138 tong established that antigenicity does not correlation with protection from diseaseA^ 

S^oS^S tCa ? T to makC and 1156 * e tavention 35 broad, y c,ata «» " womd^eSe^gStyTr beyond 
S£m2Sf ^ESf ^^^on to make and use such vectors etc given the lack of specffic nucldc S 

aSfS^Srg SSSTST' 1 m ^ ^ reSP6Ct 10 ^ bacteriophage/listeriopW attachmen^L 
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